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wmATTS C LAIMED IS: 
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: least about 8 amino acids and less than about 40 



1 Ajj oligopeptide comprising at 1 

ammo acids which has an amino acid sequence corresponding to the activation 
sequence sf the extracellular domain of a cell surface receptor. 

2. An oligopeptide according to Claim l^wherein said oligopeptide has at least about 
35% sequence similarity with the sequence of an al-domain of an MHC Class I 

antigen. 

3. An oligopeptide alrding to Clainr^wherein said sequence of an al-domain of 
an MHC Class I antigen i\sEQ ID NO: 1 . 

4 An oligopeptide according wherein said cell surface receptor is selected 

from the group consisting of i Ain tensive glucose transporter, insulin receptor, 
leptin receptor, low density lU^in receptor, insulin like growth factor receptor, 



granulocyte colony stimulat 



ng fact^receptor, v^OSSm rece P tQrs includi ^ IL "*' 



life laviuyvwy^ , " 

IL-2, IL-3, IL-4, IL-5, IL-6 IL-7, IL-V IL^L-1 1, IL-12, 1L-13, iw, and IL-17 
receptors, human growth hoknonere^r, VEGF receptor, PDGF receptor, EPO 
receptor, TPO receptor, transferrin receptoy rolactin receptor, CNF receptor, T-cell 
receptor, and epidermaUgrowth factor recepW 

oligopeptide according to Claim 4, wherein said cell surface receptor is human. 



15 



5. An 



20 



25 



6 An oligopeptide selected from the group cor*istW of SEQ ID NO:2; SEQ ID 
NO-3- SEQ ID NO:4; SEQ ID NO:5; SEQ ID NO:6; W ID NO:7; SEQ ID NO:8; 
SEQ ID NO:9; SEQ ID NO:10; SEQ ID NO:l 1; SEQ lb NO:12; SEQ ID NO:13; 
-SEQ-ID-Ne:14;-SEQ-ID-NQ:-15;-SEQJD MQ*6^^0W *Q "> NO:1 8 j, 
SEQ ID NO:19; SEQ ID NO:20; SEQ ID NO:21; SEQ IdW; SEQ ID NO:23; 
SEQ ID NO:24; SEQ ID NO:25; SEQ ID NO:26; SEQ ID N^:27; SEQ ID NO:28; 
SEQ ID NO:29; SEQ ID NO:30; SEQ ID NO:31 ; SEQJDJ^; SEQ ID NO:33; 
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An oligopeptide at least about 90% homologous to a sequence selected from the 
^consisting of SEQ ID NO:2; SEQ ID NO:3; SEQ ID NO:4; SEQ ID NO:5; SEQ 
ID No\sEQJD NO:7; SEQ ID NO:8; SEQ ID NO:9; SEQ ID NO:10; SEQ ID 
NO-11- StiQVlO:12; SEQIDNO:13; SEQ IDNO:14; SEQ IDNO:15; SEQ ID 
NO:l 6 '; S X^NO:17; SEQ ID^T^SeQ ID NO:19; SEQ ID NO:20; SEQ ID 
NO-21 • SEQ^bo2^SE0lDNO:23; SEQ ID NO:24; SEQ ID NO:25; SEQ ID 
NO:2 6 '; SEQ loiSsEQ ID NO:28; SEQ ID NO:29; SEQ ID NO:30; SEQ ID 
NO:31; SEQ ID NO:32; SEO ID NO:33; SEQ ID NO:34; and SEQ ID NO:35 



,n 10 



15 



20 



8. A method of modulating the internalization of a cell-surface receptor containing an 
activation sequence comprising binding an exogeneous compound to said activation 

sequence. 

9. A method according to claim 8 wherein said modulating is inhibiting the 
internalization. 

a A method according to claim 9 wherein said exogeneous compound compxi^ ^ 
oligopeptide comprising at least abou^ 8 amino acids and less than about 40 amino 
acids hW an amino acid sequence corresponding to an activation sequence of the 
extracellular domain of a cell surface receptor; 

wherSkwhen combined with a cell expressing said cell surface receptor, said 
oligopeptide irJiib^s^eptor internalization upon ligand binding. 



11. A method ac 
35% sequence simi! 
antigen. 



irding\Claim 10, wherein said oligopeptide has at least about 
ty wi^he^q^nceof an ocl-domain of an MHC Class I 



12. An oligopeptide according to Clahr^wherein said sequence of an ccl-domain 
of an MHC Class I antigen is SEQ ID NO:l 



13. A method according to Claim 8, wherein said cell surface receptor is selected 
from the group consisting of insuUnresponsive glucose transporter, insulin receptor, 
lepfin receptor, low density lipoprotein receptor, insulin like growth factor receptor, 
granulocyte colony stimulating factor receptor, interleukin receptors including IL-1, 
IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-1 1, IL-12, IL-13, IL-15 and IL-17 
receptorsY human growth hormone receptor, VEGF receptor, PDGF receptor, EPO 
receptor, TPO receptor, transferrin receptor, prolactin receptor, T-cell receptor, CNF 
receptor, and epidermal growth factor receptor. 

14. A methodLcording to Claim 13, wherein said cell surface receptor is human. 

15. A method according to Claim L3, wherein said oligopeptide is selected from the 
group consisting of SEO ID NO:2; SEQ ID NO:3; SEQ ID NO:4; SEQ ID NO:5; SEQ 
ID NO:6; SEQ ID NOjWsEQ ID NO:8; SEQ ID NO:9; SEQ ID NO:10; SEQ ID 
NO:l 1; SEQ ID NO;^; 9EQ ID NO^SEQ ID NO:14; SEQ ID NO:15; SEQ ID 
NO:16; SEQ ID NOtl7; SEQ ID^18; SEQ ID NO:19; SEQ ID NO:20; SEQ ID 
NO:21; SEQ ID NoWsEQ^D NO:23; SEQ ID NO:24; SEQ ID NO:25; SEQ ID 

NO:26; SEQ ID NO:27; SEQ IBNO:28; SEQ ID NO:29; SEQ ID NO.30; SEQ-rB 

NO:31; SEQ ID NO:32; SEQ Id\o:33; SEQ ID NO:34; and SEQ ID NO:35. 

16. A mammalian cell comprising a n\odified cell surface receptor, wherein said 
modification comprises an amino acid sequence substitution, insertion or deletion in 
an activation sequence of the region of theWacellular domain, and wherein said 
modified sequence is of at least about 8 amiri^acids and less than about 40 amino 
acids. 



17. A cell according to Claim 16, wherein said cell\urface receptor is selected from 
the group consisting of insulin res p onsive glucose tran sp orter, insulin recep tor, leptin 
receptor, low density lipoprotein receptor, insulin like grdwth factor receptor, 
granulocyte colony stimulating factor receptor, interleukin receptors including IL-1, 
IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-1 1, IL-12, Il\3, IL-15 and IL-17 
receptors, human growth hormone receptor, VEGF receptor, PDGF receptor, EPO 
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receptor, TPO receptor, transferrin receptor, prolactin receptor, CNF receptor, T-cell 
recfeptor, and epidermal growth factor receptor. 



18. A 



; ell according to Claim 17, wherein said cell surface receptor is human. 



19. A cell Wding to Claim 16, wherein said modification comprises the deletion of 
all or part oL sequence selectedfrom the group consisting of SEQ ID NO:2; SEQ ID 
NO-3- SEQ lW-4; SEQ ID NO:5; SEQ ID NO:6; SEQ ID NO:7; SEQ ID NO:8; 
SEQ ID NO:9;\ E Q ID NO:10; SEQ ID NO:l 1; SEQ ID NO:12; SEQ ID NO:13; 
SEQ ID NO:14-\eQ ID NO:15; SEQ ID NO:16; SEQ ID NO:17; SEQ ID NO:18; 
SEQ ID NO:19; SEQ ID NO:20; SEQ ID NO:21; SEQ ID NO:22; SEQ ID NO:23; 
SEQ ID NO:24; SE&ID NO:25; SEQ ID NO:26; SEQ ID NO:27; SEQ ID NO:28; 
SEQ ID NO:29; SEQ lkNO:30; SEQ IDNO:31; SEQ IDN0.32; SEQ IDNO:33; 
SEQ ID NO:34; and SEQyID NO:35. 

2 ( A method of determinir^p activation sequence of a cell surface receptor, said 

;ion^f^etpie 

surface receptor and the se 



al-domain oi an MtiC Class I aiili^n. 



2 15 



20 



lencg 



an 



21 . A method according to Claim 2 V wherein said oligopeptide has at least about 
35% sequence similarity with the sequence of an al-domain of an MHC Class I 
antigen. 



22. An oligopeptide according to Claim 21 \wherein said sequence of an al-domain 
of an MHC Class I antigen is SEQ ID NCLL 

23. A method for screening for a bioactive agent enable of binding to the activation 
-sequence-of-a-cell-surface-receptor, said metho^t^ngcombining a ceUsurface^ 

receptor and a candidate bioactive agent, and determiningthe binding of said 
candidate agent to the the activation sequence of said cell Wee receptor. 
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. A method according to claim 23, wherein said determination comprises 
petitive binding of an oligopeptide according to claim 1 . 



25. Aikethod according to claim 24, wherein either the candidate bioactive agent or 
the oligopeptide is labelled. 

26. A methooVccording to claim 23, wherein said cell surface receptor comprises the 
full length cell shrface receptor. 

27. A method for screening for a bioactive agent capable of binding to the activation 
sequence of a cell surface receptor, said method comprising the steps of: 

a) combining 

i) said cell sVrface receptor; 

ii) a ligand bound by said cell surface receptor; and 

iii) an oligopepjWaccording to claim 1, wherein said oligopeptide 
binds to the tetivaripn sequence of smScglUurface receptor; 

to form a test mixture; 



b) adding to said te\t mixture ^candidate bioactive agent, 
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c) determining the bir 
sequence. 



'ot saidvcandidate bioactive agent to said activation 



28. A method according to claim 27 wherein saio^ligopeptide is labelled. 

29. A method according to claim 27 wherein said candidate bioactive agent is 
labelled. ~" 

30. A method according to claim 27, wherein said cell surfac\receptor comprises the 
full length cell s urface receptor. 



31. A method for screening for an bioactive agent capable of bindingsto the activation 
sequence of a cell surface receptor, said method comprising the steps of 
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combining in a first sample said cell surface receptor, a ligand bound by said 
c^ll surface receptor, and an oligopeptide according to Claim 1 ; 

b) bbmbining in a second sample a candidate bioactive agent, said cell surface 
receptor, a ligand bound by said cell surface receptor, and an oligopeptide 

5 according to Clai m 1; and 

c) detentiining the binding of said oligopeptide to said cell surface receptor in 
said first and said second samples; 

wherein a change unbinding of said oligopeptide in said second sample relative to said 
first sample indicates\hat said agent is capable of binding to said activation sequence. 

10 32. A method for screening for an bioactive agent capable of binding to the activation 
sequence of a cell surface rfeceptor, said method comprising the steps of: 

a) combining in a first sample a receptor-derived oligopeptide according to 
Claim 1, and a bioactiv^ peptide having the sequence of an a 1 -domain of an 
MHCClass I antigen; 

15 b) combining in a second sWple a candidate bioactive agent, a receptor 

derived oligopeptide accor(Mgt5X;iaim 1 , and a bioactive peptide having the 
sequence of an a 1 -domaiia ol an MHC Class I antigen; and 
c) determining the association ofyid receptcf^erived oligopeptide with said 
bioactive peptide havin&the sequeWof an a 1 -domain of an MHC Class I 
2 o antigen in said first and sai3~second samples; 

wherein a change in said association in said second sample relative to said first sample 
indicates that said agent is capable of binding saW activation sequence of said cell 
surface receptor. 

33. A method according to Claim^l^wherein said se^ence of an ccl-domain of an 
2 5 MHC Class I antigen is SEQ ID NO: 1 . 



34. A method for screening for an bioactive agent capable ofonodulating the 
internalization of a type- 1 cell-surface receptor, said method comprising the steps of: 

a) adding a ligand bound by said cell surface receptor andNi candidate bioactive 

agent to a cell comprising said cell surface receptor; and 
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b) determining the effect of the candidate bioactive agent on the internalization 
of said\eceptor. 



35. A method for Screening for an bioactive agent capable of modulating the 
internalization of a type-2 cell-surface receptor, said method comprising the steps of: 

a) adding a cahdjdate bioactive agent to a cell comprising said cell surface 
receptor; and\ 

b) determinmgthe-«fectof the candidate bioactive agent on the internalization 
of said receptor. 
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36. A composition comprising aWl-surface receptor with an exogeneous compound 
bound to the activation sequence. \ 



